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r^MiSo^^^^ 

^"aSHORTENED STATUTORY PERIOO FOR REPLY » SET TO EXPiRE S MONTH(S) PROM | 
THE MAILING DATE OF THIS COMM^ICATION.^^ , n „„ n , > ^,., im „,„ rt b.u ra *«w 

earned P patent term adjustment. See 37 CFR 1 -704(b). 

Status 

m Responsive to communication(s) filed on 12Semnber2002 . 

. . ^.kiai 2b)M This action is non-final. 

2a)D This action is FINAL. 2b)^ proS ecuti 0 n as to the merits is 

Disposition of Claims 

4) B Claim(s) 1J8M60andmi is/are pending in the appl.cat.on. 
4a) Of the above ciaim(s) i^Oandes is/are withdrawn from cons.derat.on. 

5) D Claim(s) is/are allowed. 

6) B Claim(s) fin and 69-77 is/are rejected. 
7^n Claim(s) is/are objected to. 

IS OlaMs) ^UOiiHZ are s^ec, .. region ,„d,or eleClon 
Application Papers 

m specification is objected to by the Examiner. r 
10)H The drawing(s) filed on 2jNomm200Q is/are: a)D accepted or bjB «^ * * 

110 The proposed drawing correction filed on is. a)U approv ;lj 

, f approved, corrected drawings are required in rep.y to this Office action. 

12) D The oath or declaration is objected to by the Examiner. 
Priority under 35 U.S.C.§§ 119 and 120 

13 ) D Acknowledgment is made of a claim forforeign prionty under 35 U.S.C. § 1 19(a) (d) (f). 
a)Q All b)D Some*c)Q None of: 

1 □ Certified copies of the priority documents have been rece.ved. 

2 n Certified copies of the priority documents have been received in Appl.cat.on No. . 

3 □ C 11 certified copies of the prior* y — * ^ ^ 
.e^dS^ 

15)S Ac7now.edgment is made of a Cairn for domesfc pnonty under 35 U.S.C. §§ 

Attachment(s) 



Notice of References Cited (PTO-892) 
2) H Notice of Draftsperson's Patent Draw.ng Review ;(P™-948 
3 1 information Disclosure Statement(s) (PTO-1449) Paper No(s) 5 . 



4) □ Interview Summary (PTO-41 3) Paper No(s). 

5) □ Notice of Informal Patent Application (PTO-152) 

6) CI Other: 



U.S. Patent and Trademark Office 

PTO-326 (Rev. 04-01) 
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DETAILED ACTION 

, . The amendment filed SM2-02 has been entered into the record and has been 
fully considered. Claims 1 , 48, 50. 60 and 68-77 are pending. 

Sequence Requirements and Specification 

2 This application contains sequence disclosures ^ ™ ""J*"* ^Jji) 
LnitSucleotide and/or 7^ ^irlme <s of 37 ' * 

and (.X2) However «. 0 *5£ attached Notice To Comply 

J^WSS^^ * ^ can be — under 

35U.S.C. §§131 and 132. 

. nHfliqn1 Fiaures 1 9 and 20 were amended to refer to SEQ 

Drawings 

3 The drawing of Figure 1 1 is objected to because the figure lacks an appropriate 
,egend w«ch indicates the peptide treatment groups as indicated and described in the 
figure and specffication, see in particular pp. 62-63 and brief description of me drawings, 
p 7 A proposed drawing correction or corrected drawings are required in reply to the 
Office action to avoid abandonment of the application. The objection to the drawings 
will no, be held in abeyance. Applicants may alternatively choose to amend the brie, 
description o, the drawings so ,ha, i, clearly reflects the groups represented in the 
Figure. Such amendment would be considered an appropriate correction so as to 
obviate abandonment o, the application. 
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Information Disclosure Statement 

4. The information disclosure statement filed 9-1 0-01 contains particular references 
which fail to comply with the provisions of 37 CFR 1 .97, 1 .98 and MPEP § 609 because 
they lack a relevant public availability date. Those references have been placed in the 
application file, but the information referred to therein has not been considered as to the 
merits. Applicant is advised that the date of any re-submission of any item of 
information contained in this information disclosure statement or the submission of any 
missing element(s) will be the date of submission for purposes of determining 
compliance with the requirements based on the time of filing the statement, including all 
certification requirements for statements under 37 CFR 1 .97(e). See MPEP § 609 
HC(1). 

Election/Restriction 

5. Applicant's election of Group III, claims 50 and 69-77 in Paper No. 9 is 
acknowledged. Because applicant did not distinctly and specifically point out the 
supposed errors in the restriction requirement, the election has been treated as an 
election without traverse (MPEP § 818.03(a)). It is noted that applicant's referral to 
Group II is considered to be a typographical error in light of applicant's reference to the 
elected claims of Group III. 

6. Claims 1 , 48, 60 and 68 are withdrawn from further consideration pursuant to 37 
CFR 1.142(b) as being drawn to a nonelected invention, there being no allowable 
generic or linking claim. Election was made without traverse in Paper No. 9. 
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Double Patenting 

added). Thus, the term "same invention/ in this con ™ans an m en ^ 

1M USPQ 

(CCPA1970). 

A statutory type (35 U.S.C. 101) double patenting rejection can be overcome by 
canceling or amending the conflicting Cairns so they are no longer coextensive in 
scope. The filing of a terminal disclaimer cannot overcome a double patenting reieCon 
based upon 35 U.S.C. 101. 

8 Claims 50 and 69-77 are provisionally rejected under 35 U.S.C. 101 as claiming 
the same invention as that of claims 91-100 of copending Application No. 09/979,701 
and claims 50-59 of copending Application No's. 09724552, 09724273 and 09/724551 . 
This is a provisional double patenting rejection since the conflicting claims have not ,n 
fact been patented. The claims constitute statutory double patenting as the claims are 
in fact duplicates. 

Claim Objections 

9. Claim 70 is objected to under 37 CFR 1 .75(c), as being of improper dependent 
form for failing to further limit the subject matter of a previous claim. Applicant is 
required to cancel the daim(s), or amend the daim(s) to place the claim(s) in proper 
' dependent form, or rewrite the daim(s) in independent form. It is unclear how the claim 
is intended to further limit the way the recited components are combined as me 
combining provides contacting. Applicant's should clanfy the intended difference in 
scope of the in-dependent and dependent claim. 
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Claim Rejections - 35 USC § 112 

H Claim 50 and 69-77 are rejected under 35 U.8.C. 112, second paragraph, as 
being indefinite for failing to particularly point out and distinctly claim the subject matter 
which applicant regards as the invention. 

12 Claim 50 recites the limitation "combining the antigen^ssociated biological 
entity". However, the preamble sets forth two elements "a biological entity" and 'an 
antigen" whid, dWers from the terminology used within the body of the daim. The 
Cairn further specifies that "the biological entity is "physically associated' with "the 
antigen". However, there is no particular "physical association" as set forth. The 
physical assodation.may thus constitute a multitude of structural and/or functional co- 
operative relationships. For example, the elements may be near or adjacent to each 
other as amyloid is assodated within blood vessels or brain tissue. Alternatively, the 
antigen and biological entity may be covalently bound by or an intrinsic par. of the entity. 
Additionally the monitoring or measuring step may require measurement of a single 
element regadless of assodation or may require measurement of a particular type of 
association. For example, one could measure antigen whether or not it is bound by the 
entity or alternatively the measurement may be required to be of the antigen only as it ,s 
physically associated with the entity, i.e., only when it is bound. Thus, it is unclear to 
the artisan what element or elements s are being "combined" and what element or 
elements are being "monitored". I. appears that either the "antigen" or the "biological 
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entity alone may be combined and measured or alternatively .ha, some particular 
complex of both elements may be combined and measured. As the preamble 
terminology is inconsistent with the body and endpoin, o, the claim, the sKilled arfisan 
cannot readily discern me metes and bounds o, those e,emen«s) that are combined and 
those element(s) that are monitored or measured. 

13 The preamble of claim 50 recKes screening for activity in clearing a biological 
entity ye. the monitoring step is towards -antigen-associated biological entity" and the 
end-poin, o, the assay is an indication o, activity in clearing the antigen. Therefore, the 
method steps as claimed does no. apparency achieve .he goals reci.ed wi.hin <he 
preamble. Thus .he claim is indefinite as to the steps or elements which achieve 
screening "for activity in clearing a biological en.it/ which is no. directly provided or 
measured in the assay. 

14 Claim 69 is indefinite as setforth above. In particular, claim 69 red.es monitoring 
,ne amoun. o, .he antigen remaining in .he medium. Ye. claim 50 only provides for the 
■an.igen-assoda.ed biological enffl/. Applicants should darify the monitoring step as .o 
what is being monitored or measured. 

1 5 Cairns 73, 74 and 77 recite .he limitation "the tissue sample" in reference to 
claims 50, 73 and 50, respectively. There is insufficient antecedent basis for this 

limitation in the claims. 
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Claim Rejections - 35 USC § 1 02 

,6 The tutoring is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
.form the basis for the rejections under this section made in this Office action: 
A person shall be entitled to a patent unless - 

States. 

(e^einvenflonwasdesc^ 

fpptan.?.. pate* —p. .ha. an SSSJSd in .he United States 

of such treaty in the English language, 
(e^inven^sde^nap™ 

i^ e £^ e ^^r^ °' (2) ' and (4) °' se * n 37,,c) 

SL Sraine invention .hereof byfhe applicant to paten.. 

The changes made to 35 U.S.C. 102(e) by the American Inventors Protection Act 
of 1999 (AIPA) and the Intellectual Property and High Technology Technical 
Amendments Act o, 2002 do no. apply when the reference is a U.S. paten, resulting 
directly or indirectly from an international application filed before November 29, 2000. 
Therefore, the prior art date of the reference is determined under 35 U.S.C. 102(e) prior 
to the amendment by the AIPA (pre-AlPA 35 U.S.C. 102(e)). 

17 Claims 50, 69-72 and 77 are rejected under 35 U.S.C. 102(b) as being 
anticipated by JorbecK et a,., Infection t Immunity, 32(2):497-502, May 1981. 

jorbeck et al., tech the analysis of the specificity and activity of antibodies 
generated against different Sa/— antigens. The analysis is via in vivo and in v„ro 
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phagocytosis assays measuring the ability of activated peritoneal exudates cells (PEC) 
to phagocytose and control of the growth of Salmonella in tte presence of, see ,n 
particular abstract and p. 497. paragraph spanning columns 1-2. The in vivo and m v,tro 
phagocytosis assays are described at p. 498 columns 1-2. The in vitro assays involve 
combination of PEC exudates containing polymorphonuclear leukocytes, lymphocytes 
and monocytes-macrophages (phagocytic cells bearing Fc receptors), with pre- or post- 
vaccination serum (containing antibodies), Srtnofl* (antigen/biological entity) and 
monitoring clearance of Saimonella bacteria via phagocytosis (antigen/biological ent,.y). 
in the in vivo assays, particular mice were pre immunized with the various antiserum 
(antibodies), see in particular p. 498, column 1 , Administration of rabbit antiserum to 
mice The phagocytosis and clearance were measured by injeciton of Salmonella 
bacteria into central tail vein (biological entity) of mice followed by isolato of blood 
from the animal. For each bacteria, strain and immunogen, the mean colony form.ng 
units in the blood from mice were expressed to calculate bacterial clearance (expressed 
as a percentage of bacterial counts/time). The results of the various antibodies ,n 
effecting clearance in vitro and in vivo are shown at pp. 498-502, Figures 2-3 and 
Tables 1-4 Thus, the in vivo analysis is in tissue, specffically blood tissue and the blood 
comprises inflammatory cells. Thus the reference teachings anticipate the claimed 
invention wherein the antigen is the biological entity (Salmonella bacteria) and where,n 
the antigen is in physical association with the biological entity, i.e., it is a part of the 
bacteria (biological entity). 

18. Claims 50, and 69-77 are rejected under 35 U.S.C. 102(e) as being anticipated 
by Vitek et al., US Patent No. 5,935,927. 
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Vitek et al., teach compositions and methods for stimulating amyloid removal in 
amyloidogenic diseases using advanced glycosylate endproducts. In particular the 
method includes stimulating mechanisms of recognition and removal of AGE-amyloid ,n 
an animal to remove the amyloid plaques via scavenger systems such as phagocytic 
cells, macrophages and in neural tissue microglial cells, see in particular column 6, line 
36^olumn 7, line 33. A particular embodiment of the invention includes wherein the 
therapeutic agents include antibodies to AGE-amyloid, in particular antibodies to AGE- 
beta amyloid, see in particular column 7, lines 11-16, column 12, lines 46-67, column 
15, column 16, lines 44-52. In addition, Vitek teaches where the effectiveness of an 
AGE bearing targeting agent can be tested for efficacy, see in particular column 21-22, 
paragraph spanning and column 24, lines 13-25, including the use of in vitro and in vivo 
assays, see in particular column 22, line 54-column 23, line 14. In particular assays the 
method provides for combination of anti-AGE antibody, various antigens including beta 
amyloid antigen and culture with phagocytic colls, including microglia with monitoring of 
the amount of AGE modified protein/antigen/biological entity amongst samples and over 
time. Similar in vivo assays are also contemplated as disclosed at columns 23-24. 
Thus, the assays may be in vitro or in biological tissue, particularly where the tissue is 
from the brain of an animal having amyloid plaques or Alzheimer's pathology. In the 
Vitek assays the antigen AGE, for example is a physical modification of beta amyloid 
and may or may not be present on the beta amyloid biological entity. Nevertheless, 
Vitek contemplates where the antigen is either present or absent from beta amyloid (the 
biological entity) and thus Vitek's teachings would encompass either interpretation of 
whether or not both antigen and entity are required to be in contact with antibody and 
phagocytic cells. The assays for monitoring the effectiveness in clearance would yield 
information pertaining to the dWerent antibody agents used for treatment or clearance of 
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plaq ues and thus ,he assays necessarily recognizes .he ability to Anguish the activity 
of particular agents (antibodies) in mediating AGE, amyloid or AGE plaque clearance. 
Animal tissue comprises inflammato^ ells and Alzheimer's plaques are considered 
nonmalignan. abnormal cell growth. Thus, the reference teachings anticipate the 
claimed invention regardless of the variable interpretations of an -antigen-assocated 
biological entity as set forth above. 

Status of Claims 

1 9. No claims are allowed. 

20 Any inquiry of a general nature or relating to the status of <*J^WjJ aon 
should SS to the Group receptionist whose telephone number ,s (703) 308 

0196. 

Papers relating to this ^^^^X^^^^' 
Group 1640 by facsimile transmission. The toons I of such i papers m 

308-4242. 

Any inquiry concerning ^^^,0^^^ 
examiner should be directed to Sharon L. Turner PruJ/ »™ ^r. Thursday , rom 

the examiner's supervisor, Gary Kunz, can be reached at (703) 30M623. 



<5fiaron L. Turner, Ph.D. 
December 10, 2002 



